Intervention
Patients received a maintenance dose of sublingual liquid BUP, 4 mg/70 kg daily (n=6) or 8 mg/70 kg daily (n=9), for 10 days. After the 10 days, patients received in a random order, each of the 3 dosing regimens: daily maintenance dose, triple every third day dosing, and quintuple every fifth day dosing. The daily dosing regimen was in effect for 5 days, and the other 2 regimens were in effect for 3 repetitions of each regimen.
Main outcome measures
Signs of opioid withdrawal (based on Addiction Research Center withdrawal scales), agonist activity assessed by observers, and computerised versions of the adjective rating scale (ARS) of withdrawal and drug symptoms, visual analogue scales (VAS), and the Addiction Research Center Inventory (ARCI) short form were completed by participants prior to receiving medication.
Main results
Withdrawal scores and VAS "sick" scores increased whereas VAS "drug" and VAS "high" scores decreased during both of the less frequent dosing regimens (table) . In addition, in the every fifth day dosing regimen, scores of sedation and dysphoria were increased whereas scores of euphoria, stimulation and VAS "good" were reduced compared with the daily dosing regimen (table) .
Conclusion
In patients with opioid dependence, quintuple the daily maintenance dose of buprenorphine given every 5 days was associated with more withdrawal symptoms and other negative effects than the daily maintenance dose. 
*See glossary

COMMENTARY
This study by Petry et al provides information for clinicians regarding the maximal interdose interval of BUP for the treatment of opioid addiction. The study showed the maximum interval to be < 5 days when 5 times the daily maintenance dose was given. A number of factors will influence the degree to which less than daily dosing of BUP will be used in clinical practice. These include the patient's response and acceptance, and the clinicians' willingness and ability to prescribe take home medication doses (which in many cases could obviate the need for or advantages of less than daily dosing).
The greatest potential for less than daily dosing is likely to be for individuals for whom take home dosing is not feasible. Patients who may be inclined to abuse or divert their prescribed medication may receive BUP on an every third day schedule (as in the present study), or twice weekly (as shown in previous studies by this research group ).
1
As noted by Petry et al, BUP and BUP/naloxone sublingual tablets have been developed, and are the BUP dosage forms that are (or will be, as more jurisdictions approve them) used for the treatment of opioid addiction. A recent study reported that 3 times weekly dosing with BUP/naloxone sublingual tablets was associated with good patient acceptability, 2 and provides encouragement that data obtained from studies evaluating less than daily dosing with the BUP sublingual solution will be clinically relevant. However, the use of the BUP/naloxone combination may itself decrease the abuse liability of BUP and therefore decrease the need for less than daily dosing.
Whether long term studies or clinical experience will confirm the utility of less than daily dosing has yet to be determined. This consideration will be particularly important in patient groups on higher daily BUP dosages (ie, > 8 mg/d of the sublingual solution or its equivalent), and in those who are not rewarded for remaining opioid abstinent (as they were in the present study).
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